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1. This international preliminary report on pateniabiliiy (Chapter I) is issued by the International Bureau on behalf of the 
International Sc:irchins Authority under Rule 44 his. 1(a). 

2. This REPORT consists of a total of 5 sheets, including this cover sheet. 

In the attached sheets, any reference to the written opinion of the International Searchins Authority should be read as a reference 
to the international preliminary repori on patentability (Chapter 1) instead. 



This report contains indications relatinii to the following items: 
^ Box No. 1 
^ Box No. n 
I I Box No. m 



Basis of the report 
Priority 



I I Box No. rv 
Box No. V 



I I Box No. VI 
I I Box No. Vn 
I I BoxNo. Vm 



Non-estabhshmeni of opinion with regard to novelty, inventive step and industrial 
applicability 

Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 
Certain observations on the international application 



4. The Internaiional Bureau will communicate this report to designated Offices in accordance with Rules AAhis3(c) and 93/?/j.I but 
noL except where the applicant makes an express request under Article 23(2 ), before the expiration of 30 months from the Drioritv 
date<RuIe44to .2). 
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(PCT Rule 43bis.1) 



> 1 
t 


1 (day.month'year) see form PCT/iSAy210 (second sheet) 


I Applicant's or agent's file reference 
see form PCT/lSA/220 


FOR FURTHER ACTION 

See paragraph 2 below 


international application No. 
PCT/GB2004/002996 


International filing date (day.month/vear) 
09.07.2004 


Priority date (day/montivyaar) 
09.07,2003 


internationai Parent Classification (IPC) or both national classification and IPC ' : 

C07D403/04, C07D409/04, A61K31/404, A61P29y00 
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This opinion contains indications relating to the following items: 



S Box No. I 
S Box No. II 

□ Box No. Ill 

□ Box No. IV 
S Box No. V 

□ Box No. V{ 

□ Box No. VII 

□ Box No. VIII 



Basis of the opinion 
Priority' 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

onnlS^^ ^V'^ 43b/s.1 (a)(i) with regard to novelt>^ inventive step or industrial 

applicability; citations and explanations supporting such statement inausirrai 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 



FURTHER ACTION 

Lt-l^""^"''*- ^"If'^f^'^"^' preliminary examination is made, this opinion will usually be considered to 
written opinion of the International Preliminary Examining Authority ("IPEA"). Howev2^ thil dlS^^^^ 
he applicant chooses an Authority other than this one to be the IPEA and the chosen PEA has not^^^ 

If this opinion is, as provided above, considered to be a written onlnlonnftho IPPA fh^ 4.- • -x . 

mtn?stro'n?;''d'^ written reply together where approve" w^h ame^^JmUTb^^^^^^^^ 

XcheVer exSlfesXL? """"^ °' PCT.SA,220 or before the expiration of 22 mor^ths from'the°prio';i,^'date. 

For further options, see Form PCT/ISA/220. 

For further details, see notes to Form PCT/lSA/220. 
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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



international application No 
PCT/GB2004/002996 



Box No. I Basis of the opinion 



^ )hi!^/nn^fl2i°i'''®H'^r^."^^®V^''.i! ^^^^^ established on the basis of the international application in 

the language in which it was field, unless otherwise indicated under this item. mm-i'-'iuu.i m 

O This opinion has been established on the basis of a translation from the original languaqe into the followina 

f nnl^^f , ' To o Vn^ f'.u^y^Q^ translation furnished-for the purposes of internitional search - - 

^unuer Huies i^.o and 2o. 1(b)). 

^' TinL'!^^'^ to any nucleotide and/or amino acid sequence disclosed in the international application and 
necessary to the claimed invention, this opinion has been established on the basis of: 

a. type of material: 

□ a sequence listing 

□ table(s) related to the sequence listing 

b. format of material: 

□ in written format 

□ in computer readable form 

c. time of filing/furnishing: 

□ contained in the international application as filed. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority for the purposes of search. 

^' ° Lof ''""J^^P^^^ l^^} ""^'^ ^^s" one version or copy of a sequence listing and/or table relating thereto 

has been filed or urnished, the required statements that the information in the subsequent or add itonal 

aS^pJfaS^ wS^ furnifted ^P^'^^^^^'^" ^^^^ 9° "^^V^^^d application as f illd as 

4. Additional comments: 
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*/ WRITTEN OPINION OF THE ' Internatinnal ^nnn^.r 

' - INTERNATIONAL SEARCHING AUTHORITY PcT/gSoSS^ 



Box No. li Priority 



1. □ The following document has nor been furnished: 

ED copy of the earlier application whose priority has been claimed (Rule AZbisA and 66.7(a)). 

□ translation of the earlier application whose priority- has been claimed (Rule 43t>/s.1 and 66.7(b)). 

Consequently it has not been possible to consider the validity of the priority claim This opinion has 
nevertheless been established on the assumption that the relevant date is the claimed priority date. 

2. □ This opinion has been established as if no priority had been claimed due to the fact that the nrioritv claim 

has been found invalid (Rules 43Ws.1 and 64.1). Thus for the purposes of this opinion, the international 
filmg date indicated above is considered to be the relevant date. 

3. Additional observations, if necessary: 



Box No. V Reasoned statement under Rule 43b/s.1(a)(i) with regard to novelty, inventive 
mdustriai applicability; citations and explanations supporting such statement 

1. Statement 



Novelty (N) 


Yes: 


Claims 


1-39 




No: 


Claims 




Inventive step (IS) 


Yes: 


Claims 


1-39 




No: 


Claims 




Industrial applicability (lA) 


Yes: 


Claims 


1-39 




No: 


Claims 





2. Citations and explanations 
see separate sheet 
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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING 
AUTHORITY (SEPARATE SHEET) 



International application No. 
PCT/GB2004/0Q2996 



Re Item V. 

1 The following documents are referred to In this communication: 

D1 .: EP 0 985 6.6.6 A (PFIZER) 15 March 20aO (2000-03-.1 5) . .. __ 
D2 : WO 99/051 04 A (PFIZER PHARMA ; FUJIWARA SHINYA (JP); NAKAO 

KAZUNARI (JP); UCHIDA CHIK) 4 February 1999 (1999-02-04) 
D3 ; WO 00/46198 A (FAULL ALAN WELLINGTON ; KETTLE JASON (GB); 

ASTRAZENECA US LIMITED (GB)) 10 August 2000 (2000-08-10) 



The above documents differ from the present subject-matter mainly due to the (hetero-) 
aryl substituent R^"^ and therefore, the requirements of Art.33(2) EPG appear to be 
fulfilled. 

With regard to inventive step the problem underlying the invention appears to be the 
provision of novel antiinflammatory indole derivatives of formula (I), in particular 
mPGES-1 inhibitors which reduce formation of arachidonic acid metabolite PGE2. 
Documents (D1)/(D2) disclose GOX-2 inhibitors differing due to present R^"^ as well as 
the substituent in 1 -position of the indole moiety and are not considered to be relevant. 
Document (D3) discloses indole derivatives acting as inti inflammatory agents due to 
MCP-1 inhibiting activity, which bear no (hetero-)aryl substituent compared with present 
R^-^ definition. 

It is considered that the skilled man faced with the problem to provide novel 
antiinflammatory indole derivatives would not have expected that the introduction of a 
(hetero-)aryl substituent R^"^ would lead to compounds having antiinfammatory, in 
pariiicular mPGES-1 inhibiting properties. Therefore, the requirements of Art.33(3) EPG 
appear to be fulfilled, provided that all claimed compounds possess the specific activity. 
In this connection reference is made to the broad definition of the essential group R^"^ 
"(hetero-)aryr, without further specifying the number of C-atoms or heteroatoms; the 
definition Z=spacer group. The substantiation of the claimed activity is based on the 
general data on p.48-50, which have been no further specified by the Applicant. 
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Form PCT/Separate Sheet/237 {Sheet 1) (EPO- January 2004) 



